Summary
Introduction
4B shows the initial phases of both responses for 8 s from the onset of stretch measured at 0 μm and 177 60 μm. The curves at 60 μm clearly showed ATP release, followed by a delayed intracellular Ca 2+ 178 response. In contrast, the curves for the ATP release and Ca 2+ response at the wound edge (0 μm) 179 obviously overlapped without any detectable time lag.
180

Stretch stimuli open hemichannels for ATP release
181
We next investigated the upstream events possibly involved in the stretch-induced ATP release and 182 subsequent Ca 2+ mobilization. One plausible ATP releasing pathways was hemichannels, such as also decreased the stretch-induced Ca 2+ influx as compared with scrambled shRNA used as a 227 control.
228
We also examined whether these compounds affected the wound closure in hyperforin-treated 229 and stretch-stimulated HaCaT cells. As shown in Figure 5B , the wound closure in HaCaT cells was 230 significantly attenuated in nominally Ca
2+
-free medium and by treatment with Gd 3+ (10 µM),
231
GsMTx-4 (5 µM), diC8-PIP 2 (10 µM), U73122 (10 µM) and shTRPC6. Inhibitor pretreated at 10 min before ATP-activation 2.0 mM Ca 2+
